Identifying patients with rare diseases associated with common symptoms is challenging.
Introduction that of NBC. In the second part, we used zero-inflated Poisson regression model to estimate the likelihood and risk of having MPS II disease for any "individual" patient using an "artificial" dataset simulated from patients who were previously classified by the NBC algorithm [12] . In the second part, more investigations were carried out to discover the underlying pattern of predictors and their contributions into the likelihood of having MPS II disease. The second part of this study can be considered as a complementary exploration that will make the disease forecasting possible for new patients and for those who their data and features were not used for training, test or validation of the NBC. These two parts have been reported into two separate papers mostly because of a massive amount of information, including the supplementary files and similarities and differences in techniques that we employed, which may cause confusion for readers.
Methods

Study population
The Canadian Primary Care Sentinel Surveillance Network (CPCSSN) is the first Canadian national multi-disease surveillance initiative based on the use of de-identified electronic medical records, which was funded by the Public Health Agency of Canada under a contribution agreement with the College of Family Physicians of Canada on behalf of 12 primary care research networks associated with the departments of Family Medicine across Canada. After approval of the project by the Health Sciences and Affiliated Teaching Hospitals Research Ethics Board (HSREB) at Queen's University, a subset of CPCSSN's database from 2016, which included all male patients (n = 506497) from networks in Calgary, Manitoba, Ontario and Newfoundland who had at least one visit to a primary care clinic in the past 24 months, was selected and their unstructured data were processed for subsequent steps. This definition of a practice population is according to Menec et al report, that most Canadian patients suffering from one or more chronic conditions have at least 1 primary care visit in 2 years [13] .
Data mining
CPCSSN has executed a framework that uses XML specification files that hierarchically define specific inclusion and exclusion text string criteria that, when applied to the original text fields (i.e., source from EMRs) it would improve the level and quality of coding in CPCSSN data. The framework is applied to diagnoses, medications, allergies, vaccines and lab results. There are specific algorithms for each specific diagnosis, which have been developed by having clinicians and other health providers to review the original text on matching strings that should be included in the algorithms. Structured data was created by text normalization including uppercasing letters, removing punctuation or unnecessary words and converting the original texts written by doctors to their closest ICD-9 definition (DiagnosisText_calc), followed by lemmatization and stemming for reducing word variations to simpler forms. For example, the following original texts converted to DiagnosisText_calc and then they were classified under Otitis: Chronic serous media/ Infective otitis externa (CHRONIC SEROUS OTITIS MEDIA = ICD-9 code 381.1) or other otitis externa (OTHER OTITIS EXTERNA = ICD-9 code 381.2), etc.
Prior to analysis, the structured data was sorted and cleaned. Cleaning included: removing duplicate records, detecting and modifying mismatched observations, identifying outliers and incorrect data and dropping unnecessary or irrelevant variables and appending encounter records of patients with their demographic records. Given a list of possible symptoms for MPS II, a text searching was conducted using billing, health condition and encounter diagnosis tables of patients for all signs and symptoms. Fig 1 shows a screenshot of part of the billing table in SQL server containing unstructured data from patients. Then, a dataset was created by extracting all the MPS II symptoms [7, 8, 9, 10] from patients and converting them to dichotomous observations (1 for the presence of symptom or 0 for otherwise) (Fig 2) .
We then calculated an MPS index (MPSi) for each patient using the following multivariable equation: Where numbers inside parentheses represent the approximate frequency of symptoms associated with MPS II disease estimated from previous studies on a population with high diversity similar to Canadian population [9, 10] . For example, for a patient who has joint pain, COPD and diarrhea and no other MPS II symptoms, the index is:
MPSi ¼ ½ð0:29Þ � Joint� þ ½ð0:536Þ � COPD� þ ½ð0:521Þ � Diarrhea� ¼ 0:29 þ 0:536 þ 0:521
The purpose of making MPSi parameter was to select patients with the lowest number of symptoms for succeeding training dataset. 
NBC creation
A Naïve Bayes Classifier is a set of supervised learning algorithms based on conditional probability derived from Bayes theorem:
Where x i is a categorical and/or numerical predictor (independent variable), y j is a class vector or the categorical levels of dependent variable (outcomes), p(y j | x 1 , x 2 , . . ., x n ) and p(x 1 , x 2 , . . ., x n | y j ) are the posterior and prior probabilities of class membership, respectively. By conditional independence assumption, the joint probability model can be expressed as:
Pðx i jyÞ; ð3Þ
By choosing the highest posterior probability, which is called Maximum A Posteriori or MAP decision rule, the NBC algorithm can classify a new case x i with a class level y j using the following formula:ŷ
Whereŷ is the estimated class category of outcome. In Bayesian statistical inference, prior probabilities are based on previous experience or available information, which in the NBC refers to training data. Within the constructed CPCSSN's male population dataset, 971 patients without MPS II, who had the lowest MPSi were selected randomly using Q-Q plots (Figs 3 and 4) and their normal percentiles from the following two age groups.
Y: 21 years old � age (Fig 3) ; N: 21 years < age (Fig 4) .
The original patient's age format was numeric and continuous; nevertheless, in the training data set, which was constructed using information from previous study [9] , age was recorded as categorical observations. To avoid any sampling bias because of lack of enough patients in some age groups, the age format was converted from continuous to binary, so that the age classes become more uniformed. Additionally, MPS II is a progressive disease, the older patients (over 21 years old) who have developed more symptoms caused by other diseases, might be falsely classified as MPS II positive. On the other hand, for some young patients with very few symptoms, the NBC algorithm, which operates on features, may fail to detect these patients. Therefore, classification using two age groups is more accurate.
These 971 actual patients without MPS II together with a group of 73 patients with MPS II, which was created artificially by frequency distribution table for dichotomous features using available information from previously published results [9, 10] , produced our training dataset for further estimation of probabilities of having disease for each person. The resulting training dataset contained 1044 patients (observations) and their corresponding 20 attributes (columns), i.e. 19 symptoms and 1 variable as patient's age. The final training sample size was determined using plotting learning curves [14, 15] . Next, we applied the training dataset and its independent features (including all available symptoms) to compute the conditional posterior probabilities of having MPS II disease as a categorical dependent variable for all CPCSSN's male patients (n = 505526).
NBC performance evaluation
In an NBC algorithm, we assume conditional independence between the predictive features. In order to test this assumption, and eliminate highly correlated features, which may cause multicollinearity problems, a phi coefficient (ɸ) was computed to estimate the degree of relationship among features in the model [16] .
We used two different techniques to select features, a wrapper method and a filter method [17, 18] . The wrapper included the recursive backward feature selection and filter method included feature importance from ROC (receiver operating characteristic) analysis. Recursive Backward Feature Elimination algorithm was employed for optimal input features of the NBC model. The dataset was partitioned into 10 subsets of data, in which 9 parts were used for training and the remaining subset was used for testing. The process of training and testing was repeated for the remaining 9 parts. The algorithm was configured to explore all possible subsets of the features. Positive predictive value of each individual feature was also used for optimal input features of the model. The positive predictive value cut-off point was set to 0.15. The actual selection of this cut-off point was arbitrary, but was partly based on information from accuracy parameters and the fact that features with the lowest PPV have the lowest contribution to the model and should be removed from the model; however, the elimination should be minimum, so that outliers (patients who have the features with low frequency) remain in the training dataset.
As we mentioned earlier, we also used a filter approach to calculate the overall importance of each feature by analyzing ROC individual on each feature using the method described by Kuhn (2008) and Kuhn and Johnson (2016) [17, 18] . The ROC curve represents the true positive rate (sensitivity) as a function of the corresponding false positive rate. The area under the ROC curve is a measure that indicates an overall estimation of the performance of a classifier. A series of cutoffs was applied to the feature data to predict the MPS II class membership. The sensitivity and specificity were calculated for each cutoff and using trapezoidal rule the area under the ROC curve (AUC) was computed by using the predictor as input to the ROC curve. If the predictor could separate the classes of MPS II, that was an indicator that the feature was an important predictor (in terms of class separation) and this was captured in the corresponding AUC statistic. The maximum AUC was automatically computed by the caret package of R program and considered as the measure of variable importance. We used Microsoft Excel to plot the importance for each feature (Fig 5) .
To measure the uncertainty associated with our statistical learning technique, resulting from over-training of the NBC model and in order to estimate the accuracy of the final model, bootstrap resampling [19, 20] was performed by taking randomly 1000 samples. The model performance was also evaluated by the Validation Set Approach technique [19, 21] , which was carried out by partitioning randomly 70% of the dataset for training and the rest for evaluating the model performance. The result of the analysis of this section was expressed by accuracy, Kappa and other associated statistics that are often calculated from a confusion matrix for a binary classifier.
Comparison between the NBC and other Bayesian networks
A Bayesian (belief) network is a directed acyclic graph (DAG) representation of the joint probability distribution of a set of random variables, in which each node in the graph corresponds to domain variables and the arcs between nodes represent probabilistic dependencies among the corresponding variables [22] . There are two assumptions of the NBC model: 1. all features are conditionally independent of each other; 2. all features directly depend on the dependent variable. In a tree augmented Naïve-Bayes network (TAN) by relaxing the first assumption of the NBC, we allow arcs between the children of the classification node [23] . In a Bayesian network augmented Naïve-Bayes network (BAN), all feature nodes are direct children of the classification node, but a complete Bayesian network is constructed between the child nodes [24] . Lastly, in a Markov blanket Bayesian network (MBN), after the Bayesian network is fully constructed and prior to using the network for classification, all nodes outside the Markov blanket are deleted [25] .
These three models are more complex than the NBC. A model that is not adequately complex may fail to detect fully the signal in a data, causing underfitting. On the other hand, the models that are too complex might fit both noise and signal, causing overfitting. To test whether the NBC is sufficiently complex, we constructed these three Bayesian networks (TAN, BAN and MBN) using all 20 attributes from the validation dataset and their performances were compared with that of the NBC. Independence test between the features and the target variable for all these networks was carried out using Chi-square test. The accuracy parameters, misclassification rate, average and sum of squared error of four networks were used for performance comparison. The result of this part of the study was summarized into a table and illustrated in four graphs. 
Statistical software
Data extraction from SQL server and data mining including data cleaning procedure were carried out by SAS (version 9.4 TS). Naïve Bayes classification and its model performance assessment including resampling and bootstrap procedures and phi coefficient analysis were carried out by e1071, caret, pROC, SDMTools, ROCR and klar packages of R program (version 3
Results
NBC creation
In this study, we analyzed 505526 male patients. The NBC algorithm identified 125 patients with the highest probability for having MPS-II disease. The prevalence of the disease among male is estimated to be 0.025%. The frequent occurrence of various symptoms, symptom combinations and their relevant occurrences for those who were identified as potential patients with MPS II disease have been shown in Table 1 . In the table, only those symptom combinations with the incidence of 1.6% or higher have been presented. Hearing loss and Otitis with 58 cases and with 11.9% incidence rate were the most common symptoms followed by COPD with 47 cases and with 9.6% incidence rate and Hernia and Cardiac each with 45 cases and with 9.2% incidence rate. According to this table, combination of Hearing + Otitis + Hernia + Respiratory problem with the incidence of 6.4% was the highest among patients, followed by the combination of Hearing + Otitis + Hernia + Cardiac; Hearing + Otitis + COPD + Cardiac + Diarrhea and the combination of Hearing + Otitis + COPD + Cardiac + Respiratory problem, each with 2.4% incidence rate.
NBC performance evaluation
Phi coefficient correlation analysis using all features in the NBC model did not show any substantial correlation among features, indicating that there was no multicollinearity among predictors in our model and that the assumption of independency among attributes was valid. Table 2 shows all features and their names and corresponding symptoms entered into the NBC algorithm and those remained in the model (in bold). Out of 20 features entered the model, 18 attributes were selected and remained in the model using the Recursive Backward Feature Elimination algorithm and by positive predictive value of each individual feature ( Table 3 ). The importance of features was also estimated using a ROC analysis conducted for each attribute and the results were presented in Fig 5 in a scale from 0 to 1. According to this plot, Hearing (loss) with importance score 0.95 was the most important feature in the dataset for MPS II forecasting, followed by Hepatosplenomegaly with importance score 0.93, Macrocephaly and Stature each with importance score 0.92. According to Fig 5 and Table 3 , Bladder and Pneumonia were features with the least importance, and the least PPV and therefore, they were eliminated from the final model. Table 4 reveals the result of performance evaluation of the NBC model in a 2 × 2 contingency table using the bootstrap resampling and the Validation Set Approach technique on test dataset. According to the table, there were 376248 (97.97%) correct classifications (357251 for "No" and 18997 for "Yes", along the diagonal) and 7815 (2.03%) incorrect classifications (0 for "No" and 7815 for "Yes", along the vertical). The overall accuracy, Kappa, sensitivity and specificity of the predictive model for test dataset were 0.99, 0.91, 0.84 and 1, respectively.
The accuracy parameters, misclassification rate, average and sum of squared error of the NBC and three other Bayesian networks (TAN, BAN and MBN) are shown in Table 5 . According to this table, the MBN was the model with the lowest ASE (0), the lowest SSE (62.720) and with perfect accuracy (1.0). On the contrary, the false negative rate of the model was the highest (21 cases) and the sensitivity was the lowest among other networks (0.447). In this evaluation, the performance of BAN model appeared to be slightly better than other networks followed by TAN, NBC and MBN. The Bayesian network structure from validation dataset for each network has been illustrated in Fig 6. 
Discussion
A Naïve Bayes classifier model was developed using the clinical diagnosis and symptoms of patients to estimate MPS II likelihood in patients, and it was evaluated for its accuracy in forecasting the disease by the Validation Set Approach and the bootstrap resampling techniques. Based on the results of performance evaluation on test dataset, presented in Table 4 , the NBC model has an accuracy level about 0.99 to identify MPS II disease. There were also high rates of sensitivity, specificity and a Kappa value with almost perfect agreement [21] for the classifier.
The Naïve Bayes appears to be an efficient classifier that may help physicians with the diagnosis of Hunter syndrome. This is only the first step in determining whether this technique is of value however. The database used is de-identified and we have no idea whether any of these patients have MPS II. In order to determine this the next step will be to contact the patient's primary care practitioner and patient or patient's family to ask if they would undergo testing to determine a true diagnosis. This will require careful planning and discussion of the ethical and practical implications of this approach. In spite of oversimplifying relationship among features, the performance of NBC is very good. It is believed that, the reason for such performance is the fact that, it is the distribution of dependencies among all features over classes that influences the classification of naive Bayes, not just the dependencies themselves [11] . Another advantage of the NBC technique is its ability to process complex queries or when the dimensionality of the dataset is very high [26] , nevertheless, higher dimensionality causes an outcome classification become extremely computationally expensive.
Another reason for choosing the NBC for our study was the interpretability of the model. In machine learning technique, sometimes achieving high accuracy metrics alone is not sufficient to evaluate the model performance. In many cases, the model also has to give an explanation how it came to the answer, because an accurate prediction only partially solves the original problem [27] . According to Miller (2017) , interpretability during the computation is how well a human could understand the decisions in the given context or the degree to which an observer can understand the cause of a decision [28] . The higher the interpretability of a model, the easier it is to understand why a certain decision has been made. There are three criteria that are equally important for interpretability and should be part of a decision-making algorithm: simplicity, generality, and coherence [28] . A model has better interpretability than another model, if its decision is easier to comprehend for a human than decisions from the second model. Simple statistical models such as linear regression model, the decision tree and the NBC are considered as interpretable models. The NBC is an interpretable model, because of the independence assumption, which makes it clear, how much influence each feature has towards a certain class prediction. Complex models such as neural networks, on the other hand, are considered as black boxes [27] . Because, for many people the part between the input variables and the response from these models is incomprehensible. When using machine learning for medical diagnosis, for example, predictions cannot be utilized without truly understanding the algorithm, as it has the potential to have a tragic consequence. Accordingly, a practitioner may wish to choose a less accurate model for content recommendation that does not place high importance in features, even though exploiting such features increases the accuracy of the model in cross validation [29] .
The two assumptions of the NBC algorithm significantly reduces the complexity of the Bayesian classifier including the computation of the posterior, because we only need the prior probability of the class and the conditional probabilities of each attribute given the class. For example in Fig 6 (top left) , every node (symptom) is directed towards the target node (disease), assuming each node is independent from one another. In addition, after learning from data, the NBC never comprehends more components than there are in the data, promising that inference will be manageable [30] . Unlike the NBC, other Bayesian networks provide a more complex method of interdependency among features (Fig 6) in which having arcs between the children of the classification node is allowed, consequently, structures that are more complex can arise. In the BAN, for instance, the algorithm takes a form of the network that is extended to incorporate local high or low-level nodes; as a result, a hierarchy between nodes is born [31] . In Bayesian network, the direction of links identifies the conditional dependency of attributes, and those non-descendants, which have no link, are considered conditionally independent. This indicates that, the TAN, BAN and MBN networks combine interdependency relations with naïve Bayesian reasoning. These network models present a remarkable computational challenge. Structure learning about them is NP-hard in the general case [32] , as is the inference [33] and when there are too many features; the network structure can be difficult to interpret. In contrary, the NBC is simpler, interpretable and more intuitive model. Overall, the result of the performance comparison between the NBC and other Bayesian networks (Table 5 ) supports the idea that the efficiency can be obtained under the independence assumption of the NBC model without losing a major amount of accuracy.
In this study, we also selected the NBC over some other popular classifiers such as Decision Trees and Support Vector Machine (SVM). There are some pros and cons for each algorithm, but the overall efficacy of the algorithm strongly depends on the size and structure of the dataset. For example, similar to NBC, Decision Trees are simple to understand and interpret [34, 35] and unlike the NBC, they easily handle interactions between features. However, since they use the divide and conquer method, they are more likely to perform well if a few extremely relevant features exist, but less productive if many complex interactions are present [36] . They are also prone to overfitting. Teaching a decision tree to recognize rare events such as rare diseases is very difficult, because rare events often are pruned out and the resulting tree will misclassify those important events. SVM are highly accurate, and similar to the NBC when there is a very high-dimensional space, they work very well. However, they are memory-intensive and unlike the NBC, their results are hard to interpret, and difficult to run and tune the algorithm. Another advantage of the NBC over these two classifiers is that, it does not require a large amount of data for training. This advantage was highly important for our study, because our training data from MPS II patients was small. Unlike both Decision Trees and SVM, the NBC is not sensitive to irrelevant features or noise. Moreover, in the estimation of the occurrence of a disease such as MPS II and using some features including symptoms, although the statement of independency among attributes is unrealistic, nonetheless, the assumption is very convenient and helpful, because in most cases such as in our study, we do not know the exact relationship or pattern among symptoms.
Variable importance, which was employed in this study and estimated based on the reduction of features accuracy when the feature of interest was removed, is one way to reduce the data dimension. In our study, the positive predictive value of each individual feature and the area under the ROC as the measure of variable importance on a scale 0-1 were used to select features, which resulted in the remaining of 18 variables in the final NBC model.
In addition to machine learning approach, there are other techniques that can be employed to identify rare diseases in a population. Among these techniques, Human Phenotype Ontology and Leveraging Collaborative Filtering are two relatively new and well-established methods, which both are based on concept recognition and natural language processing for extracting ontology terms from patients' phenotypic information available in EMR with the intention of leveraging structured knowledge from unstructured data [37, 38] .
Our study has several limitations. Firstly, there might be a misclassification as a result of the influence of patient's age on the development of symptoms and its impact on subsequent outcome. Since, MPS II is a progressive disease that the age at onset of symptom is very decisive variable in the characteristic feature development, therefore, it is rational to expect that the older patients who have developed more symptoms caused by other diseases, may have been falsely classified as MPS II positive (type I error or false positive). On the other hand, some young patients, who truly have the disease, but they have zero or very few symptoms, the NBC algorithm, which operates on features, may fail to detect these patients (type II error or false negative). One conceivable solution to overcome such misclassification for progressive diseases such as MPS II is using different NBC algorithms for different age groups. Secondly, some bias in making data training for patients with positive outcome possibly existed. The bias caused by using different population and their incidence rates of MPS II symptoms for our Canadian populations. Thirdly, in our study we did not compare the efficacy of NBC with other non-Bayesian machine learning techniques. This study was a stepping-stone to a bigger and more comprehensive assessment of machine learning for rare disease prediction. In future studies, we will compare the efficacy of the NBC with other classifiers by incorporating other machine learning algorithms to our study. Fourthly, our inability to confirm the positive cases estimated by the NBC model with the gold standard test, which is an absence or reduction of Iduronate 2-sulfatase (I2S) enzyme activity in white cells, fibroblasts, or plasma [39] . However, using the NBC model presented here, one can make a short list of patients with the highest likelihood for having the disease. Given a short list of positive cases obtained by the NBC model, it would be more feasible for health care practitioners to request the I2S enzyme test to confirm or disprove the diagnosis. Consequently, the expensive and apprehensive gold standard test is reserved for the patients who had a positive result in a prescreening evaluation of the NBC model. However to better determine this, the next study will require those patients identified as having a higher probability of MPS II to be approached to confirm the diagnosis. It is likely that many of those will not have the disease so the ethics of approaching patients and telling them they may have a rare genetic disorder must be carefully considered. Data analysts who have access to a large volume of patient data and are able to employ some predictive modeling such as the Naïve Bayes classifier, have a precious opportunity to contribute their insights into the efficient identification of patients with rare diseases such as MPS II, as a result, may have a positive impact on disease diagnosis and potential earlier treatment.
Conclusions
In this study, a predictive model for the MPS II disease was developed using the Naïve Bayes Classifier and CPCSSN database collected from male patients in Canada. The classifier identified 125 patients with the highest likelihood for having the disease and 18 features were considered to be necessary for risk prediction. It can be concluded that the Naïve Bayes Classifier is an efficient algorithm in assisting physician with the diagnosis of MPS II.
